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1 . I, Andrew S. Greenberg, of Newton, Massachusetts, hereby declare as follows: J^QLj CENTER 1 600/2900 

2. I am Director of the Program in Obesity & Metabolism, Energy Metabolism Laboratory, 
Jean Mayer USDA Human Nutrition, Research Center at Tufts University, Boston, 
Massachusetts, since 1993. I am also an Assistant Professor in Endocrinology and 
Molecular Medicine at Tufts Medical School, Boston, Massachusetts, since 1993 and an 
Assistant Professor at the School of Nutrition Science and Policy, Boston, Massachusetts, 
since 1995. I am a practicing doctor in the Division of Clinical Nutrition, Division of 
Endocrinology, Diabetes, Metabolism and Molecular Medicine in the New England 
Medical Center, Boston, Massachusetts. Prior to holding these positions, I was a Medical 
and Senior Staff Fellow and then an Expert, Section of Membrane Regulation at the 
Laboratory of Cellular and Developmental Biology, N1DDK, National Institutes of 
Health, Bethesda, Maryland since 1987. I have obtained my M.D. at New York 
University School of Medicine, New York, NY in 1981. My Curriculum Vitae including 
a list of my publications is attached as Exhibit I. 

3. I am the sole inventor in the above-referenced patent application. 

4. I have reviewed the present application (herein, the "Specification"), the pending claims, 
and the Office Action mailed on September 21, 2001 (herein, the "Office Action"). I 
understand that the Examiner has rejected the pending claims 1-14, inter alia on the 
grounds that "[tjhere is no established correlation between administration of any possible 
inhibitor to cells in cell culture and administration to whole organisms as broadly 
claimed." It is also my understanding that the Examiner's comment applies in particular 
to the inhibitors that were pre-administered to the cells in culture. 
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5. 



6. 



f drill in the art would be without basis to reasonably doubt the asserted 
A person of skill in the art wouia d ribes that incubation of pre- 

mcth ods of treatment on its a« ^J^^^^^^^^^ 
adipocytes with an ^^J^^Ld with an inhibitor of the MAPK 
by TNF-o, relative to cells that . wm m » in 
pathway. This was demonstrated , in the »«3W1 el - ^ ^ ^ 

cuUures of human 

specification, a personof ^ B£* * w °* ^ „ dccrca8C ^ , C vel of 

^tr:t:^tx^ 4 — — » - — * by 

lipolysis or elevated FFA levels. 

To ^ 50b — my M tiers 

correlate reasonab.y with * °^ L^n^mis orelevMed FFA levels, I provide the 
conditions caused by or contributed to by lipolysis or 

following "fl-™«J^L pK Mthwav tahibtors prevent basal and TNF-o induced 
. i have confirmed that MAPK pathway _mni P ■ j ^ „«,, 

lipolysis in tie* human cells eventn Uk absence ^t I *™ , also 

differentiated human adipocytes J>T" NC). Both 

types of eeUs were .ncubated wrth PD98059 « « wae 
hours and the level of glycerol mealed pD98059 
obtained win, both sources of J^below control levels, and in 

lament decre*ed "L 50 % of control 0»» * 

non-TNF-a treated cells (PD98059 alone), to .do ^ 
Thus, MAPK pathway inhibitors prevent basal and TNF 0 rnaucea P 
human «lls even in the absence of Vf*™* ^ , ^ ^ 

incubated for 14 hours with U0.26 with or M* and 

similar results would be obtained m vivo. 

^ hased on the above-resuHs, it would be concern, £ £ 
„», , disuse caused or M nmb»,ed to by ^f^^^,. 
in a subject by administration to the subject of a MAPK pathway mm 
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I hereby declare that all statements made herein of my own knowledge are true and that 
all statements made on informati n and belief are believed to be true; and further that 
these statements are made with knowledge that willful false statements <md 
made are punishable by fine or imprisonment, or both, under Section 1001 of Tit eXVffl 
of the United States Code and that willful false statements may jeopardize the vahdity of 
this Application for Patent or any patent issuing thereon. 



Andrew S. Greenberg, 



$l}\Jo y ~ Signal 
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